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* il 0^ £ m ft & £ Kj T?'J J * if S'J * 
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PRIORITY 
DOCUMENT 



SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH RULE 17.1(a) OR (b) 




2000 ^ 01 ^ 24 0 




a) ^ItJiW, ffl 60-95%ltt£II@>fi^-&> 

SKHWS^Mtff^W, ffl«Ctt-¥i?tk^ 90: 10-50: 50 



^MmlkWB^t^i Gymnema sylvestre R. Br D SiF EPS^; 

tic .mBJA£fuA£iF^tfjgftli±iS— iHJF^L ^ite&fM^W- 




— -/ 



m P 206-209"C; [a] 20 D -16.0° (cO.ll, MeOH) ; 
IRv W 3424 (OH) , 1735 (COOR) , 1636 (C=C) , 1457, 1034cm , 
'HNMR (400MHz, pyridine-d 5 ) 50.82 (3H, ■ s, Me) , 0.87 (3H, 
s, Me) , 0.91 (3H, s, Me) , 0.97 (3H, s, Me) , 1.07 (3H, s, 
Me) , 1.20 (3H, s, Me) , 1.23 (3H, s, Me) , 3.17 (1H, dd, 
J=3.5*fl 10.2Hz, H-18) , 3.30 (1H, dd, J=3.9 #1 11.7Hz, H-3a) , 
5.37 (1H, brs, H-12) ; 13 C NMR ( 100 MHz, pyridine^) JE5fe 1 
-^^2; FABMS m/z 943 [M+Hfo 



m P 202-204°C; [a] 20 D -3.2° (c0.15, MeOH) ; 
IRv m£LX 3410 (OH) , 1710 (COOH) , 1638 (C=C) , 1458, 1036cm" , 
'HNMR (400MHz, pyridine-d 5 ) 50.87 (3H, s, Me) , 0.91 (3H, 
s, Me) , 0.96 (3H, s, Me) , 1.02 (3H, s, Me) , 1.10 (3H, s, 
Me) , 1.24 (3H, s, Me) , 1.29 (3H, s, Me) , 3.30 (1H, dd, 
J=4.5*P 11.5Hz, H-3a) , 5.38 ( 1H, brs, H-12) ; 13 C NMR (100 
MHz, pyridine-dj) JEJc 1-5^2; FABMS m/z 935 [M+Na] + = 






2 




mm&tt.&yi t^mt^^o M^Tnm 



1 



^Mft*; mp212-215°C ; [a] 20 D -9.6° (c 0.20, MeOH) ; 
IRv max 3414 (OH) , 1740 (COOR) , 1636 (C=C) ', 1460, 1364, 
1044, 896cm"', 'HNMR (500MHz, pyridine-d 5 ) 80.85 (3H, s, 
Me) , 0.90 (3H, s, Me) , 0.94 (3H, s, Me) , 1.00 (3H, s, 
Me) , 3.19 (1H, dd, J=4.0 *Q 13.7Hz, H-18) , 3.32 (1H, dd, J=4.4 
*P 11.7Hz, H-3ct) , 5.40 (1H, brs, H-12) ; 13 CNMR (125 MHz, 
pyridine-d 5 ) JE^ 1-^2; FABMS m/z 1097[M+Na] + o 



HO 
HO 




mm^it^ (T^it^tiD) ^T^mmm-. 

JcfeWfflJZ; mp 209-2 lTC; [a] 20 D -12,1° (c0.12, MeOH) ; 
IRv max 3424 (OH) , 1734 (COOR) , 1636 (OC) , 1458, 1074cm" 1 , 
'HNMR (500MHz, pyridine-d 5 ) 8 0.87 (3H, s, Me) , 0.90 (3H, 
s, Me) , 0.92 (3H, s, Me) , 1.00 (3H, s, Me) , 1.09 (3H, s, 
Me) , 1.22 (3H, s, Me) , 1.26 (3H, s, Me) , 3.20 (1H, dd, 
J=3.5 13.6Hz, H-18) , 3.33 (1H, dd, J=4.4 1 1.5Hz, H-3a) , 
5.39 (1H, brs, H-12) ; I3 C NMR (125 MHz, pyridine-d 5 ) J/l^t 1 
-^2; FABMS m/z 1 127[M+Na] + c 



it^Vd A-D #J$tstBMSP#ltt 13 C NMR 









C 
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38.8 


38.7 


38.7 


38.7 
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26.6 
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26.7 


26.7 
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88.9 


89.0 


89.0 


89.0 
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39.4 


39.5 


39.5 


39.5 
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55.7 


55.8 


55.8 


55.8 


6 


18.4 


18.3 


18.5 


18.5 


7 


33.0 


33.1 


33.1 


33.1 


8 


39.8 


39.9 


39.9 


39.9 


9 


47.9 


48.0 


48.0 


48.0 


10 


36.9 


37.0 


37.0 


37.0 


11 


23.7 


23.7 


23.8 


23.7 


12 


122.9 


122.8 


123.0 


122.9 



3 





A A A f\ 

144.0 


1 AA A 
1 44.4 


144.0 


144.1 


14 


42.0 


AO 1 
4Z. 1 


42.1 


42.1 


15 


28.2 


Zo.Z 


78 2 


28.2 


16 


23.3 


Z 3 .4 


73 4 


23.4 


17 


46.9 


AA ^ 
40. D 


47 0 


47.0 


18 


A A /T 

41 .6 


A 1 Q 


41:7 


41.7 


19 


46.2 


A£ 1 
40.1 


46.2 


46.3 


20 


30.7 




30.8 ' 


30.8 


21 


33.9 


7 A A . 


34 0 


34.0 


22 


32.5 




39 5 


32.5 


23 


28. 1 


Zo.Z 


78 2 


28.3 


24 


17.0 


1 7 Pi 


17 0 


17.0 


25 


15. 5 


1 J.O 


1 5 6 


15.6 


26 


1 7.4 




1 7 5 


17.5 


27 


26.0 


7A 1 


">6 1 


26.1 


^8 


176.4 


180.2 


176.5 


176.5 


29 


33.1 


33.2 


33.2 


33.2 


30 


23.6 


23.7 


23.7 


23.7 



m 2: ft^® A-D tfj3$^fKr ,3 C NMR 



C-3 


A . 


it^J B 


c 


D 


Glc 1 


106.9 


107.0 


107.0 


106.9 


Glc2 


75.1 


75.0 


75.0 


75.2. 


Glc 3 


78.4 


78.3 


78.3 


78.4 


Glc 4 


71.6 


71.5 


71.5 


71.5 


Glc 5 


77.0 


77.0 


77.0 


77.0 


Glc 6 


70.4 


70.4 


70.4 


70.5 


Glc' 1 


105.4 


105.4 


105.4 


105.4 


Glc' 2 


75.5 


75.6 


75.6 


75.6 


Glc' 3 


78.5 


78.5 


78.5 


78.6 


Glc' 4 


71.7 


71.6 


71.6 


71.7 


Glc' 5 


78.4 


76.9 


76.9 


78.5 


Glc' 6 


62.7 


69.8 


69.8 


62.6 


Xyl 1 




106.0 


106.0 




Xyl 2 




74.9 


74.9 






" Xyl3 




78.0 


78.1 




Xyl 4 




71.1 


71.1 




Xyl 5 




67.0 


67.1 




C-28 










Glc" 1 


95.7 




95.8 


95.7 


Glc" 2 


74.1 




74.1 


73.9 


Glc" 3 


78.8 




78.9 


78.7 


Glc" 4 


71.0 




71.1 


70.9 


Glc" 5 


79.3 




79.3 
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Glc" 6 


62.1 




62.2 


69.3 


Glc"' 1 








105.3 


Glc"' 2 








75.2 


Glc"' 3 








78.5 . 


Glc'" 4 








71.7 


Glc"' 5 








78.4 


Glc'" 6 








62.7 



i 

^mmmm iooo g , m 75%wz,i?i§iiffLti&=#:, %&w&*> 
6.ol, mm&i/m, ^z,mi^mmuB.^m 

: M, ^m.m^L, ffllJ^FSw^tJ 72.0g o ^36.0gT^«tM£j, WA 
60-100 @lttffi^60g, ffl7K^^£ST, ^±# 0 ffi400g » 
MM#r/BW 200-400 Bftjii&H, #p°p±#70, ffl 

90:10-50:50 Wilft - ¥©'?i^a^finffittMtfT. ^'Jf#?lJfT^ 
ik^VQA (130mg) . ifc-g-^JB (115mg) , fo^fy) C (160mg) 
ik^VOD (195mg) c 



t)50, 100, 200mg/kg, P0 5ffift * iASl^Omf^'*' 7 

fs^oS^ 30min ' 10 ° ul ' 

« 100, ^ X * 





^ljfi,.(mg/kg) 


(n 


imol/L ) 






0 (min) ! 


30 (min) 






6.20±1.01 


6.64+1.04 


i 




1 6^S_5±1.16 


_ 1 3.94+3 .22 M 1 




50 


6.79±1.16 


12.01±1.88 


100 


6.09+1.34 


9.59±2.25** 


200 


6.42±0.99 


9.16±1.08** 




50 


4.48+0.83** 


8.18±1.72** 



^p<o.oi, ^iES^t», **p<o.oi, 




mmai-mtJifrZB., ^ms.om^f so, loo^ 2oom g /k g , ph^ws 
taf^yp^^^^ ioomg/kg, ^mms^-M^k, m%Wfc% 

10ml kg, 10 ^, 5 ^fli^SiJIiWk j5 5 ^ 

BME:ftM,*R®ffi&&ik&®50.\00.200mg/kgR&i£W lOOmg/kg 
^^ 200mg/kg&Wlfrflifl^^££BJ 100mg/kg*Si£, JAL* 4c 



4: *^BJtt,^^^liJfiL^i,JfiL^*^^^ (X±SD, 
n=9-10) 



5'J 


M i 




(mmol/L) 




(mmol/L) 




(mg/kg) 


^15 to . 




mm 






1.02±0.22 


1.0410.15 


2.43±0.41 


1.9910.47 






2.64±0.82 


3.04±0.93 


4.10±0.51 AA 


4.77+0.63 AX 


l 


50 


2.72+0.61 


2.41+0.44 


4.2910.60 


3.92+0.58" 




100 


2.54±0.90 


1.75+0.53** 


4.02+0.59 


2.94+0.66" 




200 


2.72±0.76 


1.3710.40** 


4.1810.61 


2.3110.74" 




100 


2.51±0.77 


2.72+0.74 


4.3310.51 


2.15+0.76" 



~P<0.01, H^E%m.YYM; "po.oi, -^ftas&tfcgc 



i5^££'J 3 

^^Jffi^$IJ^JfiL, 3.S%m%M$$W% (1: 9) 1000rpm&'fr 
5min, ^±JIfl^sJfc'hfcfiL3& (PRP) , SW 4000rpm^l> lOmin, 
±m^M'MfcJfiL5& (PPP) • ^ifo£#3'J>*J 250, 500 , 1000 
ug/ml, ratt^Mt : *nAH^[7C#^Ji±+7X^^ 10ul, *^«cjg* 
250 ug/ml, SSX^WlinA^Jl^X lOul, mfc&lh 1.0xl0-5M, £ 
PAM-1 I^lfilyht£I^i>C±;$g? 3min f*] fr^Z^Ht^c. 

-sH, 500, 1000ug/ml, P6J#rE£#250ug/ml 



5: *Rwm%&tt>&®ftWft&&fo'>i s &'&&®& v to (X±SD ' 

n=8) 



■"Jul. / J J 


(ug/ml) 


(%) 


n%w (%) 






47.9±5.2 






250 


43.6±7.0 


9.0 




500 


35.9±4.5** 


25.1 




1000 


27.8±4.8** 


42.0 




250 


23.716.0** 1 50.3 



**p<o.oi, H^nMftM? 



iiE 0£) 09 




tp if 0: 99 02 11 

Ef 3 if 99 1 00722. 0 

* if m m: %t w 



$ if A: lummpmn^mn^ 



PRIORITY 
DOCUMENT 



SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH RULE 17.1(a) OR (b) 




2000 ^ 01 H 24 0 




6". 5 



a) &ftSFF*h ffiWi JB 60-95% 6^010^^ 3 «J& 

b) ffi^ft#iiJ^v«M^S^^ 3-6 $J5?MIET6M£ 
fcb^'J^j 90: 10-6O: 40ttiS-£v£?feflfc. (i) ttfNiBU*^. 



^MM^WB^M.^) Gymnema sylvestre R. Br. 0 daTli^EEP/fK; 



a) ^fW^nf, ¥M, m 60-95%tfjZig|[e]ijitil&H#;, 

b) ^.mmmnim^m^^'^M. 3-6 ^isSffliETii^ 

#|J^ 90: 10-60: 40WM^«j&, ^iOW^^^SP^ (I) 





1 



* T s;s;: m p 19 s- 2 orcn^ + . r; c^ I o,Meo r 

IRv 3414 (OH) , 1724 (COOH) , 1636 (C=C) , 1458, 1380, 
lOMcm-'; 'HNMR (500MHz, pyridine-d 5 ) 50.86 (3H, s, Me) , 

95 (3H, s, Me) , 1.01 C9H. s, 3XMe) , 1 .32- (3H s Me) , 
! ,9 (3H, s, Me) , 3.39 C1H, dd, J=4.3 ^^'^^f 
,H d J=10 5Hz, H-28a) , 4.43 C1H, d, J=10.5Hz,^28b) , 
4 68 ( 1H» m H-16a) . 5.04 (1H, d. W.BHz. 
5.26 (1H, brs, H-12) ; 13 C NMR ( 125 MHz, pyndme-d 5 ) , X 
H 1 jfn 2; FABMS m/z 657[M+Na] + . 




Eft, &ftfT^^ 



4*1 B) jWT^W^M^ 

IRv 3444 (OH) , 1724, 1700, 1635 (C=C) , 1457, 1;SS, 1-80. 
.r^Vocm-': 'HNMR -(500MHz, pyridine^) 80.98. (3H, s, 
Me)', LCI (3H„ s, Me) , 1.02 : (9H, s, 3XMe) , U>7 (3H s. 
Me) 1 30 (3H, s, Me) , 1.34 (3H, s, Me) , 1.36 (jH, s, 
Me ) ,'3.40 (1H, dd,J=4.5 *. 12.0Hz, H-3a) , 3.70 OH, d, J=102Hz, 
H-^Sa) , 4.42 (1H, d, J=10.2Hz, H-28b) , 4.70 OH, m. . H- Ita) . 
5,0 (1H, d, J=7.8Hz, **K«H-1) , 5.70 (1H, dd, W» 
123HZ, H-2.a) , 7.47 (3H, «*, H-3". -4*>-50 - 8.25 <2H, 
dd, J=1.4 fP 4.8 Hz , H-2'»-6') ; ,3 CNMR < 125 MHz, pyr.dine-d 5 ) , 
JESt 1 ?H 2: FABMS m/z 777[M+Na]\ 

5S1: ft^A»B6W*Be«W«-M ,3 CNMRM»lg 



j SOI? 


A 




1 


38.8 


38.8 
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26.6 


26.6 


:> 


89.0 


I 89.0 


4 


39.5 


39.6 
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55.7 


55.7 


6 


18.4 


18.4 





32.9 


^3.0 


8 


40.1 


40.1 


9 


47.1 


47.1 


10 


36.7 


36.7 


1 1 


23.8 


23.9 


12 


122.6 


123.1 


13 


143.9 


142.6 


14 


43.8 


43.7 


15 


36.7 


36.8 


16 


66.6 


66.4 


17 


41.1 


43.8 


18 


44.4 


44.2 


19 


47.1 


47.2 


20 


31.1 


36.0 


21 


34.3 


75 6 


22 


26.2 


33 3 


23 


28.2 


?8 o 


24 


16.9 


16 9 


25 


1 5.7 


1 5 7 


26 


17.0 


1 7 0 


27 


27.2 


^1 0 


28 


68.9 


66 8 

w W . (J 


29 


33.4 


90 ? 


30 


24.1 


18 8 






13 1.6 


2' 




129.9 


Stt£P#3' 




128.9 


MS£tf^4' 




133.2 


Itt*P#5' 




128.9 


l»tftf#6' 




129.9 






166.3 



3 



V'", ;' l,l !'K'!'!'™jW ' 

rfrft^ti a*pb MmnM<} ,3 c nmr mm 





li* p ?J A 




ro^ 1 


107.3 


i at o 

107.3 


rft£ O 


75.6 


75.6 


HTi^n 0 


78.2 


-7.8.2 




73.5,. 


T1 £L 

/3.o 




77 Q 
/ /.o 


77 7 


^t»6 


173.1 


173.3 



1 

A 60-100 @ 6tlfflffl5t60g, *?&f&±&£M ; Fi ft±#.ffl 450g 200 
M-t^it^ B60mg o 



mtm i 

i^-ftSDAfw #T§T 24h, eila^^^^fi, -&P»£BJ§T 
^f£{>1^50, 100, 200mg/kg, IE#5M&##JnJ^^I$ltM. 
lOOmglcg, lES-^IMM^Sfi^lPlg^^i^TK, *&mtAK% 
lOmg/kg, 30min Js, l&jE^Mh ^iPlWJIiM lg/kg.(5ml/kg) , 
^^^jT-^/5 30, 60, 120min, &KWMM$ktiSL lOOul, iDtM H 




Zm^it^Vd 100mg/kg 
WfeWitl lOOmg/kg £ 30, 



£30min, ^^B^§r^lC-1^^ 200mg/kg 
60min m£XUftMfoSkmM.&^Tm , 



^3: ^mm^it 

(X±SD, n=10) 





(mg/kg) 


JflLlflS (mmol/L) 






30min 


60min 


120min 






3.56±0.64 


4.1210.72 


3.7610.69 






6.58+0.87^ 


5.93±1.27 AA . 


4.5411.37 




50 


6.03+0.86 


6.4210.78 


4.2611.03 


100 


5.1211.29* . 


5.7711.09 


4.5310.94 


200 


4.4310.72** 


4.7310.83** 


4.0710.70 


nmn. 


100 


4.2410.87** 


4.7410.90* 


4.7911.03 



AA 



po.oi, ^lE^^Efcb^; *p<o.05, **p<o.oi, ^>M*&t£&o 



mm 2 

tm sd±u, #si3o-nog, ^mt^mnm, 

*&^Mtt«I*4 (1%IIHI@?> 10%^. 0.3%SI1, 0.2%¥^B« 
*D 88.5%#iltf *4, £f&J/&&WW> c mm 14^, *SU&NU2/> 

JJeftiafrBttn.^. ^aPM^50, 100. 200mg/kg, PBtt^I 

^5ijpj3s$^bj loomg/kg, Mmm^fm^yK, ^mp^ 
lomi/kg, io^, &&m£W]M s^inm^mmmm, 

h£JH, ^^^Slit5l*4 10^, JfiLvt-H-ySHI^IIglil'a* 
0^M^l^,*^0Jifr-^r^;ik^-#J5O.lOO.2OOmg/kgi5:^S:0J lOOmg/kg 



mt^W 20bmg/kgm%faMftf%5%#W 100mg/kgt@iS, JSL^4. 

^4: if^mm^it^^Mm^&^wM^m^mm <x±sd, 



n=9-10) 





( me/ke) 


#$H@|. : (mmol/L) 


^SIIS (mmol/L) 














1.02+0.22 


1.04+0.15 


2.43+0.41 ■ 


1.9910.47 






2.64±0.82 


3.04±0.93 


4.10±0.5.1 AA " 


4.77i0.63 AA 




50 


2.72+0.61 


2.41±0.44 


4.2910.60 


3.92+0.58** 


100 


2.54+0.90 


1.7510.53** 


4.0210.59 


2.9410.66" 


200 


2.72±0.76 


1.3710.40** 


4.1810.61 


2.3110.74** 




100 


2.51±0.77 


2.72±0.74 


4.3310.51 


2.1510.76" 



aa p<o.oi, ^jEntm^h **p<o.oi, 5*$mm%t 



M^hmmm^ 3.8%4«IT^^(1: 9) 1000rpmM4> 
5min, fy±.Wfe& 1fcJ*« ( PRP-> - W^ 4000rpm ^^ lOmin, 
±in 7 ^M.'h»J& (PPP) o #;PPP 200ul#Att&ir, TOP A 
* is] & j£ [ft* &mffM^&Mf&M®&%%b^ Oul , **T£ jg # »J ft 
250, 500, lOOOug/ml, rate*mWinAPWE#£Slfc*£$ lOul, 
*»Sft 250ug/ml, Se^^iPA^SaTKlOul, 37°C$&W2min 

^^AvI^?L, IWinA ADP*rt&£g&zMS& lOul, *&fcjgft 

1.0xlO" 5 M, &PAM-1 SljM^f££ltit-t$i^ 3min I*] ^ft^Htf o 
^H, ^^Bjfr-^rlt^^tl 500, lOOOug/ml, H#iE& 250ug/ml 

^ 5: ^^B^if^lt^^tl^#^^^ifn.^»^^^^XiSD, 



n=8) 





(ug/ml) 


(%) 


tf\M^ (%) 






47.915.2 









250 


43.6+7.0 ^ 


W 9.0 




500 


35.9±4.5** 


i 

25.1 ; 




1000 


27.8±4.8** 


42.0 ' 




250 


23.7±6.0** 


i 

50.3 j 



"p<o.oi, ^mMim* 



i 




9 



